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•Inzidenz: ca 1–2/100 000/Jahr Deutschland, 4-5/100000 in Europa  
 

•mehr als 50 Subtypen: 
 Leiomyosarkome     15-25 %  
 Liposarkome     10-15 %  
 Pleomorphe Sarkome / NOS (früher MFH)  15-25 %  
 Synovialsarkome       6-10 %  
 Angiosarkome            1 % 
 andere     <  1-5 % 
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Metastatic soft tissue sarcoma: an analysis of systemic therapy and impact on survival  Harris S et al Abs. 10545<br />OS has improved over last 20 years to ca. 18 months 

Presented By Ian Judson at 2015 ASCO Annual Meeting 

Royal Marsden between 1991-2010 



• Doxorubicin mono ist weiter Standard 

 

• Kombination Anthrazyklin/Ifosfamid individuell,  
höhere Ansprechraten, mehr Tox., PFS-Vorteil, kein signif. OS-Benefit  

 
Therapie (fortgeschr. +metast WTS)- Esmo-Guidelines 2014: 
Standard chemotherapy is based on anthracyclines as the first-line treatment [I, A] As of 
today, there is no formal demonstration that multiagent chemotherapy is superior to single-
agent chemotherapy with doxorubicin alone in terms of overall survival (OS). However, a 
higher response rate can be expected, in particular… Therefore, multiagent chemotherapy 
with adequate-dose anthracyclines plus ifosfamide may be the treatment of choice, 
particularly when a tumour response is felt to be potentially advantageous and patient 
performance status is good… 

Metast. WTS- Erstlinientherapie 

 



PFS significantly improved but not OS <br />(intention to treat analysis) 

Presented By Ian Judson at 2015 ASCO Annual Meeting 



GeDDiS 

Presented By Beatrice Seddon at 2015 ASCO Annual Meeting 





Trial Design 

Presented By Beatrice Seddon at 2015 ASCO Annual Meeting 



GeDDiS trial Endpoints 

Presented By Beatrice Seddon at 2015 ASCO Annual Meeting 



• Kein Unterschied in PFS  und OS 
 

• Gem/Doce mit mehr tox-bedingten     

  Therapieabbrüchen 

GeDISS- Ergebnisse 

Modif. , Presented By Beatrice Seddon at 2015 ASCO Annual Meeting 



Compliance to trial treatment 

Presented By Beatrice Seddon at 2015 ASCO Annual Meeting 



• Kein Standard-Schema 

  
Zugelassene Medikamente: 

Doxorubicin, Epirubicin, Ifosfamid, DTIC;  

Trabectedin (2nd line),   

Pazopanib (ab 2nd line, nicht für Liposarkom),  

 

Weitere etablierte Substanzen:  

Gemcitabin+/-Docetaxel, Paclitaxel 

Zweitlinientherapie 

„subgruppenspezifische“ Therapie 





Beispiel Therapiealgorithmus Liposarkome  
nach Leitlinie DGHO  



Synovialsarkome - möglicher Therapiealgorithmus 



Angiosarkome - möglicher Therapiealgorithmus 



http://www.therapiealgorithmen.de/algorithmen 



http://www.therapiealgorithmen.de/algorithmen 
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Randomized, open-label, multicenter, <br />phase 3 study of eribulin versus dacarbazine in patients (pts) with leiomyosarcoma (LMS) and adipocytic sarcoma (ADI) 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



LBA10502: Randomized, open-label, multicenter, phase III study of  

eribulin versus dacarbazine in patients (pts) with leiomyosarcoma (LMS) and 

adipocytic sarcoma (ADI) - Patrick Schöffski et al 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



Study design and objectives 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



Key patient characteristics (continued) 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



modifiziert, Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 

 Eribulin mit OS-Vorteil +2 Monate bei L-Sarkomen 

 starker Effekt bei Liposarkomen  



Primary endpoint: OS 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



Preplanned OS subgroups analysis (continued) 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



Most frequent AEs ≥20% patients across all treatment cycles, per patient 

Presented By Patrick Schoffski at 2015 ASCO Annual Meeting 



LBA10502: Randomized, open-label, multicenter, phase III study of eribulin 

versus dacarbazine in patients (pts) with leiomyosarcoma (LMS) and adipocytic 

sarcoma (ADI) - Patrick Schöffski et al 

Zusammenfassung  
 

• Primärer Endpunkt OS-Vorteil erreicht;  
•+2 Monate (HR 0,77) 
•Stärkerer Effekt bei Liposarkomen  

 

• Kein Vorteil für Ansprechrate u. PFS, hoher Anteil an SD  
 

• etwas erhöhte Toxizität von Eribulin 
 

Fazit:  
Erweiterung des Armentariums bei L-Sarkomen, 
Lipo > LMS; Zulassung, wann? 
 



A Randomized Phase 1b/2 Study <br />Evaluating the Safety and Efficacy of Olaratumab <br />(IMC-3G3), a Human Anti–platelet-derived Growth Factor α (PDGFRα) Monoclonal 

Antibody, with or without Doxorubicin (Dox), in Advanced Soft Tissue Sarcoma (STS) 

Presented By William Tap at 2015 ASCO Annual Meeting 





Olaratumab 

Presented By William Tap at 2015 ASCO Annual Meeting 



Open-label, Multicenter, Phase 1b/2 Trial 

Presented By William Tap at 2015 ASCO Annual Meeting 



Histological Subtypes 

Presented By William Tap at 2015 ASCO Annual Meeting 



Progression-Free Survival (ITT) (Phase 2) 

Presented By William Tap at 2015 ASCO Annual Meeting 



Overall Survival (ITT) (Phase 2) 

Presented By William Tap at 2015 ASCO Annual Meeting 



modif., Presented By William Tap at 2015 ASCO Annual Meeting 

 Olaratumab Verbesserung OS um +10 Monate 



Overall Survival (ITT) by Stratification Factor (Phase 2) 

Presented By William Tap at 2015 ASCO Annual Meeting 



Grade ≥3 Adverse Events that Occurred in <br />≥ 5% of the population (Phase 2) 

Presented By William Tap at 2015 ASCO Annual Meeting 



Cardiac Adverse Events and Changes in Function (Phase 2) 

Presented By William Tap at 2015 ASCO Annual Meeting 



10501: A randomized phase Ib/II study evaluating the safety and efficacy of 

olaratumab (IMC-3G3), a human anti-platelet-derived growth factor α (PDGFRα) 

monoclonal antibody, with or without doxorubicin (Dox), in advanced soft tissue 

sarcoma (STS). – William D. Tap et al 

Zusammenfassung  
 

• Doxo+Olaratumab Verbesserung medianes OS um 10,3 Monate 
 

• Kombination mit akzeptabler Toxizität (auch nicht signifikant mehr 
Kardiotox.) 

 

Fazit:  
 

 Vielversprechende Daten  

 Phase III folgt 
 “Breakthrough Therapy Designation” der FDA 



TPS10578: SARC 028: A phase II study of the anti-PD1 antibody pembrolizumab 

(P) in patients (Pts) with advanced sarcomas. Melissa Amber Burgess et al 

 

• Prästudien:  
• Bis zu 65 % von 150 Sarkompats versch. Histologien expremierten PD1 

und PD1+ tumorinfiltrierenden Lymphozyten  

•  Korrelation mit aggressiverem Verlauf und schlechterem OS 

 

 Studie: 2 Arme (WTS und Knochens.) je 40 pts 
 10 Zentren; 200 mg Pembrolizumab alle 3 Wo 
 Endpunkte ORR, PFS; Rekrutierungsende 2015 
 

  

Immuntherapien bei Sarkomen 
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Kein Konsens zur Rolle adjuvanter CTx 

 

• größere Studien negativ Woll PJ et al. EORTC 6293;  Lancet Oncol 2012; 13: 1045–1054. 

 

• kleinere Studien mit teils OS Benefit Frustaci S et al. J Clin Oncol 2001; 19: 1238–1247. 

 

• Metaanalyse mit OS+RFS-Benefit Pervaiz et al. Cancer 2008; 113: 573–581. 

 

Option für Hoch-Risiko-Patienten (high-grade, tief, Tm > 5  cm),  

   “shared decision-making”   

WTS adjuvante CTx 



Phase III Studie (laufend, NCT01710176): 

Aktuelle Publikation:  



CTx WTS  - Zusammenfassung 

Erstlinie:  Doxorubicin mono  
  individuell Kombi mit Ifosfamid 
 
Zweitlinie:  Subgruppenspezifische Therapie 
    neue Substanzen Eribulin?, Olaratumab? 
 
Adjuvant/neoadj.:   keine generelle Empfehlung  
                weitere Studien ausstehend 



There is no consensus on the current role of adjuvant 

chemotherapy. 

Study results are conflicting, in the presence of negative 

results from the largest studies, though data are available from 

smaller studies suggesting that it might improve, or at least 

delay, distant and local recurrence in high-risk patients [13, 

14]. 

A meta-analysis found a statistically significant limited benefit 

in terms of both survival- and relapse-free survival [15]. It is 

unknown whether adjuvant chemotherapy may be particularly 

beneficial in specific subgroups or even detrimental in others. 

Therefore, adjuvant chemotherapy is not standard treatment in 

adult-type STS. It can be proposed as an option to the high-

risk 

individual patient (high-grade, deep, >5 cm tumour) for a 

shared decision-making with the patient [II, C] or within… 



WTS – Take Home Message 
  
 

 

The GOOD OLD: 
 

l  1st line: Doxo mono weiter Standard, 

Gem/Doce gleichwertig (?) 
 

l 2nd line: Trabectedin bestätigt PFS-Vorteil, 

mit Langzeitansprechern; Einsatz 

Erhaltung, Neoadj.? (laufende Studien) 
 

 

 

 



WTS – Take Home Message 

 

lThe NEW: 
lEribulin mit OS-Vorteil, Zulassung wann? 

 

lOlaratumab/Doxo OS-Vorteil vielversprechende Daten, 

Phase III ?  

 

l2nd line: Regorafenib, OS-Vorteil bei LMS, Phase III ? 
 

l Ausblick   

     Immuntherapien, laufende Phase II 




